10/23/2002 13:42 FAX 650 324 0638 



HELLER EHRMAM MID #4 



@004 



AppUcationNo, 09/693^58 

N-{2-[l-(4-phenylbutyl)pipendin-4-«rl]ettyl}-3-(pyridi^ 
•f<[.{2^[l-(4-hyckoxy"4-phenylbut7])piperidin^^ 

N-[2-(l -diphenylmettylpiperidin-4-\i} ethyl]-3-(pyridin-3-ylypropiona^ 
N-[3-(l-diphenylincdiylpiperidin-4j/l)propyl]0-(pyri 
N-[4-(l'diphenylmethylpipcridm-44.'l)buty^^ 
N-[4-(l-benzylpipendin-4-yl)butyl]-;;»-(pyridin-3-y^^ 

{4_[i _(2-phcnylethyOpiperidin-4^yl]buryl} -3-(pyridL-3-yl)-acrylamide; 
]Sr-{4-[l-(4-biptcnylylmethyl)pipemlin-4-yl]butyl} 

N- {4-[l- (1 -iiaphtbylmethyl)piperidii i-4-yl] butyl} X(pyriclin-3-yl)actykmide; 
N- {4-[l -(9-antliiylmetliyl)pipctidin- 4-yI]butyl} .3-(pyridin-3-yl)acrylaiiiide; 
N- {4-[l-(cydohexylpheaylme%l)pipcridm-4-^^ .3-(pyiidin-3-yl)acL7lainide; 
N-{4-[l-(10,n-dihydto-5PI-diberiZQ[a,d)cyd/hepce^^ 
acrylainidc; 

N- [2-(l -diphenylmediylpipetidiQ-44 \d) etl^^^ 

N-[3-(l -diphcaylme%lpiperidin-4^ v4)p/opyI]-3 acrylamide; 
N-[5-(l-diphenylmc%lpipendin-4-^\rl)6enty^^ 
N- [6-(l -diphenylmethylpipCJidin-4T;7n^ 

]Sl_[4-(l_ciipheaylmei±Lylpiperidin-4-A^^ add amide; 

N-(4-{l-[bis(4-fluorophenyl)meth/)lpiperidm 

N-(4- { 1 -[bis (2-chlorophenyl)medLyJ ]piperidin-4-yl) butyl)-3-(pyridin-3-yl)acrykinide; 
N-[4.(l-dipkenyknethylpipeI^di£-4-^7l)butyl]-3-(2-£luoro-pyn 
N-[4-(l -diphenylmeth.ylpipetidin-43 

N-[4-(l -diphenylmetbylpiperifclin-47 yl)butyl]-3-(pytidin-3-yl)actykmide; 
N-[4-(l.diphenylme%lpipeAdin-4-yl)bu1yl]-3"{pyi^ 

N-[4_(l_ciipbeiiyliiiediyipip/iidin-4- yl)butyl]-3-(pyiidin-3-yl)acrylainide methanes olfonate; 
N-[4-(l-acetylpiperidm-4-jfl)butyl]-3-(pytidm 
]Sr-[4-(l-beazoylpiperidin/4-yl)buty!!-3-(pyiidin-3-^^^ 
N- [4-(l -diphenykcetylpj()eridin-4-y l.)butyl] -3^(pyridin-3-yl)propionainide; 
N-{441-(9-oxo-9H-flu^ren-4-carbonyl)pipcridin-4-yl]butyl}-3 
N-[4-(l •.mecbylsulfony/pipe^idiIl-4-^ l)butyl]-3-fpyndin-3-yl)piopionamide; 
JSI- {4-[l -(2-naphthylsililfonyl)piperii lin'-4-yl]buiyl} -3 -(pyridin-3-yl)piopionaiTudc; 
]Sl-[4-(l-benzylpipeticlia-4-yl)^ 
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N-(4.{l-[bis(2-cUotoplienyl)meityl]pipeddm-4-yl}butyl)-3-(pJ^ 
N-{^[l-(phenylpyridin-3.ylihetiiyl)pii.eridin-^yl]butyl}-3.(^^ 
N-{4-[l'(9H-fluoren-9'yl)pipendin-4.ylJbutyl}-3-(pytidin-3i^^ 

N-{4-[l-(6.11-dUiydxodibcnzo[b.e]o»-pm-ll-yl)pipetidiy^ 
N.{4-[l-(l-naphthylaminocarbonyl)ijiperidin-4-yl]bu£yy^3.(^ 
N,[4-(l.diphenylWocaxbonylpiperiiin-4.yl)butyl]y(pyiidin-3-yl)ptopion^ 

N.{4-[l-(10,ll-djhyckodibcnzo[b.fla/epm-5^yl-car^nyl)pi^ 
propionamide; 

NH4-(l-diphenylphosphinoylpipetidi>i-4-yl)buyi-3-(pyfldm-3-yl)propionW^^ 

N-[4-(l-dipheny]methylpipendin-4-y])bucyl]-^2-flu^ 
N-[4-(l-diphenylmethylpipeddin.4-y))butylV^-(5.fluotopyddin^ 
N-[4-(l-diphenylmethylpipeddin^4-yjl)buJ]-2-fluoroO-(^^ 

N-[4-(l-diphenylmethylpipeddm-4-yJ)bA 
N.[5-(l-diphenylCTethylpipendm-4-ijl/enlyq-3-(pyricL^ 

N-[6-(l-diphenylmethylpipetidin-4-v1)hexyl]-3.(py 

N-[2-(l-diphenylmt:thylpipetidmyyl)ethyIl-5-(pytidin-3-^^^ acid amide; 

N-(4-(l-diphenylmethylpiperidiy4-yl)butyl]-5-(pyridin-3-yl)pentenoic acid amitie; 
N-(4-(l-dipheuylme%lpiperiy-4-yl)butyll-N-hydroxy-3-(pyridin-3-yI)pxc^i^ 
N-[4-(l-diphenylmethylpipen^ri-4-yl)butylJ-2-hydroxy-3.(pyridin^ 
N-{4-a.diphenylmethylpip^din-4-yl)bntyll-3-hydroxy-3-(^ 
N-[4-(l-diphenylmediylpiXdin-4-i4)butyll.3-(pytidin-3-yl)ptopioaa^^ 

N-[4-(l -methylsulfonylpi/eridin-4-j^l )butyl]-3-(pyridin-3-yl)actylainide; 
N-{4-[l-(2-naphthykvi]fbnyl)pipeiiciia-4-yl]butyl}-3-(pyridin-3-yl)ac^ 
N-{4-[l-(2-naphthyl5XnyVP«id.n-^yl]butyl}-5-(pyxidmO-yl)-2,4-pen^^^ 
N-{4-[l-(l-napbthyliiinocarbonyl)pipcndiii-4.yl]butyl}-3-(pyridin-3-^^^ 
N-[4-(l-diphenylaiJnocarbonylpipeddin-4-yl)bucyl]0-(pyfldin-3.yl)acty 

N-[^(l-diphenylai4iocarbonylpipeddin.4-yl)butyl]-5-(pyti^ 
N.{4.[l.(10,ll-djIydiodibenzo[b.fl:izepin-5-yl-caibonyl)piperidin-^^^^ 

acryliiniide; 

N-[4-(l-dipheJlphospbinoylpiperiilin-4-yr)butyl]-3-(pyiidinO-y^^ 
N-[4-(l-acel7liipeiidm-4-yl)butyq4-(pyiidin-3-yl)acrylaiiiide; 
N-[4-(l-diph^ykcetylpipeadifl-4-yl)-butyl)-3-(pyiidin-3.yl)aci7W 
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lide; 



N-{4-[l-(3,3-cHphenylptopionyl)piperidin-4-y]]-butyl}-3-(pyiidin-3-yl)aci 
N-[4-(l-beuzoylpipeiidin-4-yl)bul7l]-3-(pytidin-3-y])aaylaiiiide^ 
N-[4-(l -beiP'-oylpipendin-4-yl)bu1yl]-^(pyridin-3-yl)-2,4-pcatadienic amide; 
N.{4.Ll.(9-oxo-9H-fluoren-4-yicarboiiyl)piperidin-4-yl]butyl}-3-(W^ 
N-{4-[l-(phenylpytidin-3-ylmetkyl)pij)e.iidin^4-yl]-butyl}-3-(pyri^ 
N-{4-[l-(phenylpyfldin^-ylmethyl)pi|)eddin-4-yl]-bu(7l}0-(WhdinO-y^^ 
N-{4-[l-(6,ll-dihydrodibeiizo[b.^loxupin41-yl)pipeiidin-yi]butyl}-3-(p^ 
N-{4-[l-(6,ll-ditydrodiben'zo[b.e]thii;pm-ll-yDpipetidin4-yI]-^^^ 
N.[7-(l.diphenylmetkylpiperidiii-4-yIihep1yl]0-(pyndk/ 
N-[8-(l-diphenylmetliylpipendin-4-yl,ocT7l]-3-(pyiid>60-yl)acryW 

N-[3.(l-diphenylmethylpiperidm-4-y^)xy)pIopyI!-3^(pyn^ 
N-[3-(l-benzylpiperLdiii-4-yloxy)prop7l]-3-(pyii^-3-yl)acrylam^ 
N.[2-(i-diphenylmethylpipeddin-4-yi.e%l]-s4ytidinO-yl)-2,^^ 
I N-[4-(l-diphcnylmetiylpipetidm-4-y|)bui7^5-(pyzidin-3-yl)-2.^ ainide; 



^ N 



[5-(l-diphenyWthylpiperidin-4-yl ,perityq-5-(pyridin-3-yl)-2.4-pentadienic acid amide; 
]SI-[6-(l-diphenylmetliylpipeadin-4-yl^4xyI]-5^(pyiidin-3-yl^^ 
N.[4-(4-dipbenylmethylpiperazin-iy)-3>di-oxybucyl]-3-(pyridin-3-yl)a^ 
N-[3.(4-diphenylmethylpipcta2in-/yl)propoxy]0-(pyridin-3-yl)a^ 
N-[4-(4^dipheQylmcthylpipetfl2i^l-yl)-4-oxobutyI]-3.(pyndin-3-y).)a 
N-[3-(4-diphenyUTxethylpipetfl;^-l-9.ilfonyl)propyl)-3-(pyridin-3-yDactyW 
N-{2-(2-(4-dipheaylincthyldper8S!in^l-yl)ethoxy]eityl}-3-(pyri^^ 
N-(4-{4-|>is(4-fluorophen/l)mediyq\.iperaziii4-yl}but-2-enyl)-3 

N.(4_{4.[(4.caiboxyphc^)pbenyliiic-Thyl]p^^ 

]sj.(4-{4-[(4-atoinophe/yl)phenylmeiliyl]piperazin-l-yl}buty^^ 

N. {4-[4-(9H-fliioten/9-yl)pipetazin-:i -yqbutyl}-2-(pyiidin-3-yloxy)acetamide; 

N-{5-[4-(9H-fluor/n-9-yl)pipcra2in-T-yqpentyl}-3-(pyiidin-3-yl)ac^ 

N-{6-[4-(9H-£hjc4en.9--yl)piperazin-l-y]]hexyl}-3-(pyiidia-3-y5^ 

3-(pyndin-3-yr/N-{4-[4-(l,2,3.4-tctr:ihydronapbthalen4-yl)pipe^^^ 

3.(pyridinOyi)-N-{4-[4-(5.6J,8-teteihydronaphthalen-l-yl)pipeta2m4-^^^ 

N.{4.[4-{n/phiiialen-l-yl)pipe£azinU-yl]butyl}-3.(pyridin-3-y^ 

N-[4-(4-b4tenyl-2-ylpipetazin-l-yl>l>uty]]-3-(pyndin-3-yl)propionai^ 

N-[5-('ybiphenyl-2-ylpipetazin-l-yl)pentyl]-3-(pyiidin-3-yl)acryWde; 
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N-[6-(4-biphenyl-2-ylpiperazm-l -yl)b ex7l]-3-(pytidm-3-yl)acrylamide 
]Sr-[4-(4-biphenyl-2-ylpiperazin4-yl)lmtyl]-2-(pytidm^ 

M.[4_(4-biphenyl-2-ylpipera7in-l-yl)batyI]-5-(pyridinO-yl)-^ acid amide; 

N- {4- [4-(l 0,1 1 -diiiydro-5H-diben7o'l a,d] cyclohepten-5-yl)pipe/azin-l -yljbutyl) ^3-(pyridiii-3-yl)- 
propionamide; 

N- ( 5-[4-(l 0,1 1 -dihydro-5H-dibeiizo[ a,d]cydohep ten-5-ylpipetazia-l -yl]pcntyl^ -3-(pyridin-3-yI)- 
acrylatnidc- 

N_ {6-[4-(l 0,1 1 -dihydto-SH-dibenzoJ a,d]cycloheptenp6-yl)pipera2in-l -yl]hexyl} -3-(pytidin-3-yl)- 
acrylamide; 

N- {4-[4-(l 0,1 1 -dihydro-5H-dibcaio< a,d]cyclohep4n-5-yl)pipej:a 
2,4-pencadienic aroide; 

N- {4-[4-(6»l 1 -dihydrodiben20p>,e]o3. epin-l l^l)pipetazin-l -yl]butyl-3-(pytidin-3-yl)propionaniidc; 
N- (2- [4-(6,l l-dihydrodibenzo[b,e] diiepin-1/1 -yl)piper^^ 
]SI-[4-(4-diptcnylacecylpiperazin-l -yl) butyI]-3-(pyndin-3-yl)acrylamide; 
^ Jr N-[4^(4-beQzoylpiperazin-l-yl)bucyl]-3-^y^ 

N_{4_[4-(2-aminobcazoyl)piperazin-/yl]butyl}-3-(p^ 
N_(4_[4_(4-carboxybenzoyl)pipctazifwl-yl]butyl}-3-^ 
]S[-{4-[4-(biphenyl-2-carbonyl)pip4si.m^ 
N.(4_[4_(9_oxo-9H-fluorcn^c4rbof3y])piperazin-l-yq 
N- {4-[4-(£uran-2-catbonyl)pi^etazi^ l-yl]butyl}-3-^yiidin-3-yl)acrylainide; 
N- {4-[4-(naphdialen-l -ylaWmocarbo ciyl)pipetazin-l-y]]butyl} -3-(pyddin-3-yl)propioiianiide; 

{4-[4-(dipheaylaminoo4tbonyl)piper^ 
N- {4-[4-(naphtkalen-2v4iilf onyr)pipej azin-1 -yqbiityl} -3-^^ 
N-[4-(4-diphenylpho^hinonylpipeia2in4-yl)butyl]0-(py^ 
]S[-[4-(4-bipbenyl^2yylpipcrai:in-l-yl)butyI]-3-(pyjddin-3-yl)ac^ 
N- {4-[4-(S)H-fluo4n-9-yl)piperazm-1 -yl]butyl} -3-(pyiidin-3-yl)acrylamide; 
N- {4-[4-(l 0,1 lydihydro-SH-dibenzo | a,d] cyclobepten-5-yl)piperazin"l -yllbutyl} -3-(pyridin-3-yl)- 
acrylaniide; 

N-[4-(4-ph^ylpiperidin-l-yl)-butyl]-^-(pyridin-3-yl)acx^ 
N- {4-[4-^H-indol-3-yl)pipejidin"l -y IJ butyl} -3-(pyridin-3-yl)acrylaiiiide; 
N-{4-[y(2-oxo-2,3-dihydtobcn2iini(Liazol-l-y])piperi 
N_[4-(yi-beiizotjdai?ol-l -ylpiperidin-1- yl)butyI]-3-(pytidiii-3-yl)actylaniide; 
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N.{4-[4-(hy«lroi£ydiphenylmeliiyl)pipeiidin-l-yllbutyl}-2.(pyiid^ 
N-[4-(4,4-diphenylpipeiidin.l-yl)buti l]-3-(pyndm-3-yl)acrylanAde; 
N-{4-[i-(6,ll-dihydrodiben:.o[b,e]tb.cpm-ll-yUdcn)pipetidii;^ 

dihydrochloidde sctni-isopropanol; / 
N-{4-[4-(6,ll-dihydrodibeiizo[b.e]thiepin41-yMen)ph^^ 

N-{4-[4-(4,9-dihydrotiiieno[2,3-b]beiizo[e]thiepin-4-^den)pipetidm-l-yl]butyl}0-(^ 
propionatnide; 

N.|4.[4.(4,9.diliydrothicno[2,3-b]be.izo[e]thiepj^-4-yUden)pipeddin-l-^^^ 

acxybunide; 

N-[4-(4-dipheaylphosphinoyloxypip:ndmyyl)bui7l]-3>yiidin-3-yl)actylamide; 
N-[4-(lAdioxa-8-a2aspko[4.5]dec-8-yl)b;i^l]-3-(pyiidin-3-yl)a^ 
N-[4-(2,5-dioxo-3^diphenyl-2.5-di}.yd^pyttol4-yl)butyl]-3-(pytito^ 
N-[4-(2,6-dioxo-4-phenylpiperidin-yi)butyl]-3-(pyridin-3-yl)acryknd 
1, \ N-[4-(1.3-dioxo-4,5,6j-tetraphmylA,3-dihydtoi5oiadol-2-yl)b^^^ 

N-(4-(3-btai2yl-2,4,5-tiioxomiida^]^dm4-yl)butyl]0-(pyiidm-3-yl)aciyl^^ 
N-[4-(l,3,l0-tdoxo4,4,5,6,l0A0a4es.ihydioaccnaphtho[1.8a-c]pyrrol-2^yl)butyl]O-(pyri^^ 

actylatnide; / \ 

N-[4-(2,5-dioxo-4.4-diphen/liinidaa>]idin-l-yl)butyl-3-(pyadm^ 
N-[4-(2,5-dioxo-3-pkenyl^,5-dibydiopyrrol-l-yl)butyl]-3-(pyridin-3-yl)acryW^ 
N.[3-(2,5-dioxo-3^dipbenyl-2,5-daiydropyrtol.l-yl)propyI]-3-(pyridin-3-yl)acEylainide; 
N-[4-(3.pyridin-3>4^1oylamino)batyl]-2.3:5,6-dibcn2obicyclo[2.22]octan-7,8-i^ 

N.[4.(5.ben2yKden-{4-dioxothiazo)idinO-yl)butyI]-3-(pyridin-3-yl)ac^^ 
N-[4-(4-bc:nzyl-2/-dioxopipexazm-'J-yl)butyl]-3-(pyiidin-3-yl)aci7Wde: 
N-[6-(2,5-dioxa44-diphcnyl-2.5-diliydiopyrr6l-l-yl)hexyl]-3-(pyndmO-yl)ac^^^ 
N-[4-(2,5-diox4-3,4-diphenyl-2,5-djliydiopyrrol-l-yl)buty]]-3-(pyiidin-3-yl)propw 

N.[4-(l,3^di^o-l,3-dihydroisoindol-2-yl)butyl]-3-(pytidin-3-yl)actylflni^ 
N.[4-(l,3Xxo-lH.3H-benzo[de]isoquinolin-2-yl)butyI]-3-(l-oxopyridm-3-yl)aciylaj^ 

N-[6.(l/dio;co-lH,3H-benzo[de]i$ociumolin-2-yl)bexy]]-3-(pytidin-3-yl)aciyl^ 
N42.(p-dioxo-lH,3H-b6ti2o(de]uoquinolhi-2-yl)ethy]]-3-(pyridin-3-yl)acry^ 
N-[4/l,3-dioxo.lH,3H-ben2o[de]isoquinolin-2-yl)batyll-3-(pyii^^ 
N-F8,8-bis(4-fluotophenyl)octyl]-3-(pyridin-3-yl3actyl2midehydiochlodde; 
[6<3,3-diphenyluieido)hexyl]-3-(pytidin-3-yl)acrylamide; 
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N-[4-(l-phenyl-l,2A5-tetrahydxobeiis^o[d]azepinO-yl)by^^ 
N-(8,8-diphenyloctyl)-3-(pyiidin-3-5l)actyktnide; 
N-(8-hydrQxy.8,8-diphenyloctyl)-3-^('pyndin-3-yl)ac^la^ 
N_[4-(3.3-diphenylureido)bul7l]-3-f])yridin-3-yl)ac^ 
N-[4-(lH,3H-ben2o[de]isoquinolin 2-yl)bucyI]-^-^ 

N-[6-(l 0,1 1 -dihydj:Qdibea2o [b,£]az^ pin-5-ylc^bonykrnino)hexyl]"3-(pyndin-3 -yl)acryWde; 
3-(pyridiii'-3-yI)-N-[6-t05ylfltninoheyyIla 
N-[4-(l,l-dioxo-l-thk-2-azaaceimplitliy>fen-^ 
N-(6-hydtoxy-6,6-diphettylhexyl)-3- (nf 
N-(6,6-diphcnylliex-5-enyl)-3-(pyTi^-3-yl)acryl^ 
N-f4-(4,5-diphenylimidazol-l -yI)Vui yl) -3-(pyiidin-3-yl)acrykmide; 
N-[4-(ttans-2-pheQylcycloprop^caibonylan^ 
l>sl-(5-hydroxy-535-diphenylp^tyl)-;'-(pyiidm^ 
N-(7-phenylJiepT7l)-3-(pyriim-3-yl)acryl^ 
N-(4-dipheaykcetykmiritobutyl)-3-j( p 

N-[4-(ben2hydrylamin6)butyIJ-3-(p\^iidin-3-yl)ac^ and 
N-(4- {[2-(benzhydi34nethyk^ 



Page? 



40. (Amended) The method of claiia 50 comprising the additional administtalion of a further 
cancerostatic pt immunosuppre ssive agent that is not a compound of formula la. 

42.(Amended) The composition oJ claim ^2 comprising a further cancerostatic or immunosuppressive 
I agent thai is not a compound of foimida la. 



3 



43.(Amended) The composition of :bim 52 where the compound(s) of formula la and the 
compound(s) of formula II - Vlvkc contained separately within the composition. 



44.(Amended) The compo/tion oi' claitn 52 where the compowid(s) of formula la and the 
compound(s) of formula II - Vb are present in separate dosage forms, and the dosage fonns ate 
packaged together for TO-adininistiarion. 
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45.(Ami>nded) The compositLon of claim 52 where: 

is selected from the group consisting of hydrogenAalogcn, cyano, Ci-6 alkyl, trifluoromethyl, 
Ci^s hydtoxyalkyl, hydroxy, Ci-r. alkoxy, C2-7 alkanoyloxy. Qi-g alkylthio, Ci-6 aminoalkyl, amino, Ci-g 
alkylamino, di(Ci.6 a]kyl)amino, foriayl, alkoxycaibonyb^ininocarbonyl, {Ci~6 alkyl)aminocarbonyl, 
di(Ci.r>alkyl)aminocai'bonyl, and carboxy; 

is selected from the gtcnip consisting cff hydrogen, halogen, C1.6 alkyl, ttifliioromethyL, Ci-e 
hydroxyalkyl, hydroxy, aJItoxy, C2-7;:Llkanoyloxv; Ci-e amtnoalkyl, amino, (Ci-r, alkoxy)catbonyl, 
aminocatbonyl, and carboxy; 

is selected from the group confsistbcig of hydrogen, Ci-6 alkyl^ and Ci-r, hydroxyalkyl; 

R-'^ is selected from the group Gbnsisting of Cu^ alkyl, C3-6 alkenyl, C2-(i hydroxyalkyl. C2-6 
alkoxyaJkyl, and benzyl; 

R^ is selected from the gyoup consisting of hydrogen, Ci-s alkyl, Ci-c hydroxyalkyl, C3-6 
alkoxyaJkyl, Cu aminoalkyl, C/u dJalkykmiaoaJkyl, and carboxymethyl; 

when b is 1, R^ is selected i com the group consisting of hydrogen, Ci-g alkyl, Ci-g hydroxyalkyl, 
Cu> alkoxyalkyl, Ci-e aminbalkyl, C4 12 diaUcylaminoalkyl, and carboxymeihyl; 

when b is 2, R2^s C2-10 alkyiene ixx which a mediylene group is opdonaJly replaced by O, NH, ox 
N-alkyL 



46. (Amended) The composition of claim 52 where the compound having vitatnin PP activity or a 
prodrug thereof is selected from ihi' group consisting of nicotinic add, nicotinamide, and dieir 
pharmacexitically acceptable ester aaid amide derivatives, anionic, quaternary, and addition salts, 
N-oxides; and anal ogous thioxo derlvarives, their isomers, and prodrugs Thereof. 

^48,(Amended) The composition of claim 51 ^here the compound having vitamin PP activity or a 
^ / prodrug thereof is tryptophan. 



49.(Aa;icnded) The composition of rMtri 52 where the compound(s) of formula la are selected from the 
group consisting of 

N-[2-(l -bcn2ylpipeiidin-4-yI) ethyl]- ^-(pyridin-3-yl)propionamide; 
N- {2-[l -(2-phcnylethyI)piperidin-4^yI]ethyl} -3-(pyridia-3-yl)propionamidc; 
N- (2-[l-(4-phcnylbutyl)pipendin-4^ yl] ethyl} -3-(pyiidin-3-yl)piopiotiamide; 
N-{2-[l-(4-hydroxy-4-phd^ylbutyl)j>ipetidin-4-yI]e% 
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N-[2-(l-diphenylmelii7lpipendm-4-yL}ethyl]-3-(pyridm^ 

N-[3-(l-ciiphenylmei±iylpipcridiii-4-yl)piopyI]-3-(pyn^ 

N-[4-(l-diphenyImcthylpiperidin-4-yi)bucyl]-3-(pyti^ 

N-[4-(l-berLzylpipericiin-4-yl)butyl]-3-(pyiidin-3-yg^ 

N-{4-[l-(2-phenylethyl)piperidin-4-yL]butyl}-3-ttyridm 

N- {4-[l -(4-biphcnylylmediyI)pipedd in-4-yl]bum} -3-(pyridin-3-yl)acrylamide; 

N- {4- [1 -(1 -naphttylmetbyl)piperidiia -4-yl]but^^ 

N- {4-[l -(9-ani±LiylmetJiyl)piperidiii-^ -yqbuM 

N_ {4_ [1 _(cycloheicylpbenylinethyl)pii »endia 

N- { 4-[l - (10, 1 1 -diby dto-5H-dibenz o [;j i,d] c^clohep ten^ 

actylaxnide; j 

N-[2-(l-dipheuylmediylpipcridin-4-yl)ethyl]-3-(pyddm-3-yl) 

N-[3-(l -diphenylmethylpipeiidin-4^y))propyl]-3-(pyti aciylamide; 

N-[5-(l -diphenylmediylpipendin-4-y ] )pcntyI]-3-(pyiidin-3-yl)acrylamide; 

N-[6-(l-dipbenylmethylpipcridin-4-yl)hexyl]-3-(pyridm 

N-[4-(l-diphenylmethylpipetidin-4-y^ acid amide; 

N- (4- { 1 - [bis (4-fluorophenyl) tnethyl]pipetidin-4-yl} butyl) -3-(pytidin-3-yl)acrykmide; 
N-(4- { 1 -[bis (2-chIorophenyl)mechyl]i| jiperidin-4-yl}butyl)-3-(pyndin-3-yl)acrylaiiitdc; 
N-[4-(l -diphenylmctkylpip4ridiA-4-y) )butyI]-3-(2-fluoio-pyiidin- 
N-[4-(l -diphenylinethylpiperidin-4-yl lbutyl]-3-(6-fliioto-pytidiii-3-yl)acrylamide; 
N"[4-(l -diph.enyltnethylpiperidin-4-y] )butyI]-3-(pytidiii-3-yl)acrylamide; 
N-[4-(l-diphenyliiictk/lpipetidia-4-y] )buryI]-3-(pyndiii-3-yl)aciylaJxude dihydrochloride; 
N-[4-(l-diplicaylinetliylpipeiidin-4-yJ )butyl]-3-(pyridin-3-yl)actykmide metbaaesialfonate; 
N-[4-(l-aceiylpiperidin-4-yI)buty]]-3-(pyddin-3-yl)piopionfliiiL 
N-[4.(l -benzoylpip'eridin-4-yl)butyl]-;»-(pytidia-3-yl)ptopionam 
N- [4-(l -dipheaykcfctylpipcridin-4-yl)l lutyl] -3-^yridm 
N-{4-[l-(9-oxo-9H-fluoren-4-carbori7l)piperidin-4-yl]butyl}-3-(pyridi^ 
N-[4-(l-methyIs\alfonylpiperidin-4-yl)batyl]-3-(pyiidin-3-yl)propioi^^ 
N- {4-[l -(2-naphtbylsul£onyl)pipctidi3 i-4-yl]but7l} -3-(pyridin-3-yI)propion?irnidc; 
N-[4-(l-benzylpipendin-4-yl)butyl]-3' (pyiidin-3-yl)piopionamide; 
N-(4- { 1 -[bis(2-cUoiopheiiyl)methyl]|upeddin-4-yl}butyl)-3-(pyridin-3-yl) 
{4-[l -(phenylpyndin-3-ylmediyl)pipciidin-4-yl]but^^ 
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N- {4-[l <9H-fluoren-9-yl)piperidm-4-7l]butyl}-3-(pyridd^^ 

N- {4-[l -(6,1 1 -diliyckodibenzol>,e]oxt'pin-l l-yl)piperidin-4-yI]-butyl} -/-'(pyndin-3-yl)pxopiQnaniide^ 
N-{4-[1-(l-naphthylaminocarbonyI)papciidin^ 
N-[4-(l-diphenylaniinocaj:bonylpiperi^iin-4-yl)butyl]-3-^^ 
N_{4-[l.(lO,ll-dikyd£odibenzo|>,f]aacpm-5-yl-CM^ 
propionamide; 

]Sf- [4-(l -diphenylphosphinoylpipexidi i -4-yl)butyri -3- (pyridin^-yOpropionamide; 
, N-[4-(l-diphcaylmediylpiperidin-4-yL)butyl]-3-(2-fluoropyi^^ 
N-[4-(l -diplienylmei±iylpipeiidin-4-yl) butyl]-3-(5-fluorop^dinO-yl)piopionaim 
N-[4-(l-diphcnylmediylpiperidiii-4"yl)batyl]-2-fluoro-y^ 
N-[4-(l-diphenylmetliylpiperidin-4-yl)bul7l]-2,2-diflu6^ 
N-[5-(l -diphenyliiiethylpiperidin-4-yl) pcntyl] -3-(pyiidin-3-yl)propioiiamide; 
N- [6-(l -dipheaylmethylpipetidin-4-yl) hexyl]-3-(pxmdin-3-yl)propionamide; 
N-[2-(l-diphenylmetiiylpiperidin-4-yl)elliyl]-5-0pyiidm add amide; 

N_[4^(l-diphenylmediylpiperidin-4-y]5batyl]-S^(pydd^ acid amide; 

N-[4-(l-diphenylmethylpipendin-4-yl;'butyl}A^ 

N-[4-(l -diphenylmethylpipetidin-4-yr) batjftJ-2-hydroxy-3-(pytidin-3-yl)propionainide; 
N- {4- (1 -diphenylmethylpipcxidin-4-y] )blitylj -3-hydroxy-3-(pyndin-3-yl)pi:opionainide; 
N_[4_(l _ciiphenyltn^thylpipendin-4-y^m^ 
N-[4-(l-metiiykulfonylpiperidin-4-yKl>ui7l]-3-(p}^ 

N- {4*[1 -(2-naphdiylsulfonyl)piperi)^ -3-(pyddin-3-yI)acrylamide; 
N- {4-[l-(2-naphdiylsulfonyl)pipe£difi -4-yl]butyl} -5-(pytidiii-3-yl)-2,4-pentadieaic add amide; 
N- {4.[1 -(1 -naphdiylaminocarbotiyl)p iperidin-4-yl]butyl } -3-(pytidin-3-yl)acrylamide; 
]Sf-[4-(l -diphenylamiaocarbon/lpiperid^ 

N-[4-(l -diphenylaminocaibD^ylpiperidin-4-yl)butyq-5-(p^^ add amide; 

]S[-{4-[l-(10,ll-dxhydrodib^o|>,f|a5epin-5-yl-caibonyI)p 
actylamide; 

N-[4-(l-diphenylphosphJnoylpiperidi)i-4-yl)butyl]-3-(pyri 
N-[4-(l-acetylpiperidiii/4-yl)butyl]-3-(py^ 
]\j-[4-(l Hlipbenylacetyipipetidin-4-yl)- butyl] -3-(pyridin-3-^^^ 
N- {4-[l -(3,3-dipheriylpropionyl)pipei Ldia-4-yr| -butyl} -3-(pyridiii-3-yl)acrylamidj;; 
]S[-[4-(l-ben2oylpi^eridin-4-yl)butyI]-^^-(pyndin-3-^^^ 
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N-[4-(l-benzoylpiperidin-4-yl)butyI|-5-(pyridm-3-yl)-^ acid amide; 

N- {4-[l -(9-oxo-9H-fluoren-4-ylcarl ionyl)piperidin-4-yr|butyl} -3-(pvGdin-3-yl)acrylainidc; 

N- {4-[l -(plienylpyridin-3-ylmetibiyl)] liperidin^yljburyl} -3-(pytidiii-3-yl)acx5rlajnnLide; 

N- {4-[l -^henylpyridin-4-ylmethyl)] )iperidin-4-yl]buiyl} -3-(^ 

N_{4-[.1-(6,1 l-dihydtodiben2o[b,c]dx;epin-l l-yl)pipeddin-^ 

N- {4-[l -(6,1 l-dihydrQdibenxo[b,e]t3 iiepin-1 l-yl)piperidin-4-^l]butyl} -3-(pytidin-3-yl)acrylainide; 

N-[7-(l-diphenylmethylpiperidin-4-)'Qheptyl]-3-(pyiidi^ 

N- [8- (1 -diphenylmethylpip eridin-4-} 1) o ctyl] -3- (pytidin-3^yl) acrylamide; 

N-[3-(l-diphenylmechylpipetidiQ-4-ylo;«7)propyI]-3-(pyridi^ 

N- [3- (1 -bctL^lpiperidiii-4-yloxy) ptd pyl) -3- ^yridia-S-y]) actykmide; 

N-[2- (1 -diph.enylmethylpiperidin-4-'\ l)ethyl] -S-(pyi!idin-3-yl)-2,4-pentadiemc acid amide; 

N-[4-(l-diphenylmethylpiperidin-4-yl)bxityq-5-(p^ acid amide; 

N-(S-(l-diphcnylmcthylpiperidij3i-4-3l)penl7l]-5^(pyd add amide; 

N-[6-(l-diphenylmethylpipendin-4->l)hexyl]75-(pyridin acid atnide; 

N-[4-(4-diphenylmettylpiperazin-l-)d)-3-hyaroxybutyl]-3-^ 

N-[3-(4-diphenylmediylpiperafcin-l-yl)prOToxy]-3-(pyn 

[4- (4_diphenyljtnethylpiperazin-l -yl)-4^oxobuiyl]-3- 
N-[3-(4-diphenylmetiLylpiperazin-l-^ul^onyl)propyl]-3-(^ 

N-{2-[2-(4-diphenylmediylpipeta2in A -yl)cthoxy] ethyl} -3-(pyridin-3-yl)acrylamide; 
N-(4- {4- [bis (4-fluorophenyl)methyj/pip erazin-l -yl}but-2-eayl)-3-(pytidin-3 -yl)actylaOTde; 
N-(4-{4-[(4-ca±bo3cypheayl)phenymethyI]^ 

N-(4- {4-[(4-aminopheayl)phenyMiei hyl]pipera2in-l-yl}butyl)-3-Qpyridin-3-yl)acrylamide; 
N- {4-[4-(9H-fluoren-9-yl)pipcrafein- 1 -yl]butyl}-2-^yiidin-3-yloxy)aceramide; 

{5-[4-(9H-fluoren-9-yl)pipe/azin- l-yl]penTyl} -3-(pyridin-3-yl)actylajtmde; 
N- {6-[4-(9H-fluoren-9-yl)pipfcrazin-i l-yljhcxyl} -3-(pyridin-3-yl)acrylamide; 
3-(pyjidin-3-yl)-N-{4-[4-(l,2(3,4-teDr:ihydtonaphtii^^ 

3-(pyridin-3-yl)-N- (4-[4-(5/6,7,8-tctr-ihydronaphthaleii-l-yl)pipera2iQ-l -yljbutyl} acrylaxnide; 
N- {A- [4- {naphthalen-1 -yljpipera^ia- 1 -yljbutyl} -3- (pyiidin-3-yI)actylainide; 
N-[4-(4-biphcnyl-2-yIpi]yerazin-l-yl)l iutyl]-3-(pyridin-3-yI)propionamide; 
N-[5-(4-biphenyl-2-ylpfcerazin-l -yl)] ientyl]-3-(pyridm 
N-[6-(4-biphenyl-2-ylmpetai;iii-l -yl)3 lexyl] -3-^ytidiii-3-yl)acxylamide; 
N-[4-(4-biphenyl-2-wpiperazin-l-yl)1 »utyl]-2-(pyridin-3-yloxy)acetamide; - 
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N-[4-(4-biphenyl-2-ylpipeta2in-l-yl)butyl]-5-(pytidiQ-3-yl)-2,4-penta add amide; 

I / 
N- {4-[4-(l 0, 1 l-dikydro-SH-dibcnzc - [a,d]cyclohepteii-5-yl)pipera2ijz(-l -yl]butyl} -3-^yridin-3-yl)- 

propionauiidc; 

N- {5-[4-(l 0^1 1 -dihydro-5H-dibenzcr [a,d]cydohepten-5-yl)pipe/aziii-l -yl]penty.I}-3-(pyridin-3-yl)- 
actyktnide; 

N- {6-[4-(l 0, 1 1 -dihydro-5H-dibenzo[a,cqcydohepten-S-yl)^ipera2in-l -yllh -3-(pyridin-3-yl)- 
acrylamide; 

Isr_ {4_[4_ (1 Oj 11 -dihydro-SH-dibenaci [a,d] cydpkcpten-^yQpiperazin-l -yl] bucyl} -5- (pyridin-3-yl)- 
2,4-pentadienic amide; 
N-{4-[4-(6,ll'dihydtodibcn2o(>,e]criepin-ll-yl)pljiexazin-l-^^^ 
N- {2- [4- (6 , 1 1 -dihydtodibenzo [b,e] d depin-1 1 -yl)p^ 
N-[4-(4-dipbcnylac£tylpipeta2ia-l -yJ )bu1yl]-3-jf>yridin-3-yl)aaylamide; 
N-[4-(4-benzoylpiperazin-l-yl)butyI3-3-(pyri(in 

N-{4-[4-(2-atninoben2oyl)piperazin- l-yl]bAtyl} -3-(pytidin-3-yl)acrylatnide; 
N-{4-[4-(4-carboxybeazoyl)pipei:aziii-l-/l]butyl}0-(pyri 

N- {4- [4-(biplieayl-2-cai:bonyl)piptrazi&"l -yjjbutyl} -3-(pyridin-3-yI)acrykmide; 
N-{4-[4-(9-oxo-9H-fluoren-4-carbott/yl)pipei'azm 

N- {4-[4-(fiaraa-2-carboiiyl)piperazin -l-yl]butyl} -3-(pytidin-3-yl)acrykmide; 

N- {4-[4-(naphtbalen-l -ylatninooarbtf »nyl)piperazin-l-yl]buryl} -3-(pyridin-3-yl)propionairiide; 

>J- {4_[4_(|diphenykminocaxbonyl)pij iera5;iD- 

N-{4-[4-(naph.t±ialea-2-sulfaAyl)pipe cay.in-1 -yljbutyl} -3-(pytidin-3-yl)acrylamide; 
N-[4-(4-dipheaylphosphiiy5nylpipeni2in-l-yl)butyl]-3-(pyrid^ 
N-[4-(4-biphenyl-2-ylpip6ta2in-l-yl)1 )Utyl]-3-(pyiidin-3-yl)actykmide; 
N-{4-[4-(9H-fluoren-ii^yl)piperazin- 1 -yr|butyl}-3-(pyridiii-3-yl)acrylainide; 
N- {4-[4- (1 0 J 1 -dibydio-5H-diben20 1 a,d] cy dohepten-5-yl)piperazin- 1 ^ 
actylaroide; 

N-[4-(4-phenylpi^eridin-l-yl)-butyI]-5-(pyndin-3-y])actyla^ 
N- {4-[4-(lH-ii!/dol-3-yl)piperidin-l-j gbucyl}-3-(pyridin-3-yl)acrykmide; 
N-{4-[4-(2-QKo-23-«iihydroben2dnnclazol-l-yl)piperidin-l^ 
N-[4-(4-benzotxiazol-l -ylpipeiidin-1 •yl)buty]]-3-(pyridin-3 

N- {4-[4-mydroxydiphenylmeihyI)piperidin-l -yljbutyl) -2-(pytidin-3-yloxy)acetamide; 
N-[4- w4-diphenylpiperidin-l -yl)but\'q -3-{pytidin-^ 



10/23/2002 13:47 FAX 650 324 0638 



HELLER EHRMAM MID #4 



1015 



Application No. 09/693,£S8 



Page 13 





lNj_ {4-[4-(6,l l-dihyd[rodibcn2o[b,e] tliiepin-l l-yliden)piperidm-l -yl]bi4tyl} -3-(ip7ridin-3-yl)propionarDide 

dihydrochloride semi-isopropanol; ' 

{/^[4.(6,ll-dihydrodiben7.ol>,e]tliiepm4 l-yHdea)pipetidm^ 
N_ {4_[4-(4,9-dihydro thieno[2.3-b]b<;ri2o[e] diiepin-4-yUden^ 
propionarnidc; 

N-{444-(4,9-dihydioiiiieno[2,3-b]bc;nzo[e]thicpin-4-yUde]^^ 
acrylamide; 

]>j,[4-(4-diphenylphosphiaoyloxypi| ^eridin-l -yl)butyl]-3^(pyridin-3-yI)acjylamide; 
]SI-[4-(l,4-dioxa-8-azaspko[4.5]dec-^J-y5butyl]0-(pynflm-3-yl) 
N-[4"(2,S-dioxo-3,4-diphenyl-2,5-d3bydtopyrrol-l-^^ 
]Sf-[4^(2,6-dioxo-4-phenylpiperidia- 1 -yl)butyl]-3-teyndin-3-yl)acrylatnide; 
N-[4-(l ,3-dipxo-4,S,6,7-tetcaphenyl 1 ,3-diHydro4omdol-2-yl)butyl]-3-Cpyridin-3-yl)ac^ 
N-[4-(3-beTOyl-2,4,5-trioxoimidazol idin-1 -yQtmtyl] -3-(pyridin-3-yI)ac:xyl atxiidc; 
N-[4-(l,3;0-tooxo-l,4,S,6,l040a-he^ahyd^oa^enaph1ilo[l,8a 

actykmide; 

N-[4- (2,5-dioxo-4,4-dipheiiyliiiuda? olidii/^ 
N-[4-(2,S-dioxo-3-phenyl-2,5-dihydcop/rrol-l-yl)butyl]-3-(^ 
N-[3-(2,5-dioxo-3,4-diphenyl-2,5-dihydropyrrol4-yl)propyl]-3-Q^ 
N-[4-(3-pyiidiri^3-ykcryloylanuno)lyUtyl]-2,3:5,6-di^ 
N-[4-(5-bcii2yliden-2,4-dioxotiiiaz4udijaO-yl)buiyl]0^ 
N-[4-(4-benzyl-2,6-dioxopipera:^- 1 -yl)butyl]-3-(pyridia-3-yl)acrylainide; 
N-[6-(2,5-dioxo-3,4-diphenyl-p-dihydxopyriol4-yl)he^^^ 

]SI-[4-(2,5-dioxo-3,4-diphenyly2,5-di hydropytrol-1 -yl)buiyl]-3-(pyridin-3-yl)p£opionwpide; 
N-[4-(l,3-dioxo-l,3-dihydtoisoindoU2-yl)but7l]-3-(pyridiri-3 
]Sf.[4-(i^3-dioxo-lH,3H-beLo[de]LsoqLiirio]^ 

N.[6-(l,3-dioxo-lH,3HYei^-o[«i«li^'^q^*^l^-2-7^^ 
N-[2-(l,3-dioxo-lH,3Hy4ienzo[de]j^oquiiiolin-2-yI)eihyI]-3-^^ 

N-[4-(1.3-dioxo-lH,3M-benzo[de]ii;oqiiinolm-2-yl)buryl]-3-^^ 

N-[8,8-bis(4-fluoroptienyl)octyl]-3- (pyridin-3-yl)acrylainidc hydrochloride; 

N-[6-(3,3-diphenylu*eido)]iexyl]-3-{pyrLdiri-3-yl)acrykn^^ 

N-[4-(l-phenyH2/4,5-tetrahydiobciizo[dqa2epiii-3-yl)butyl]-3- 

N-(8,8-diphetiylcitt7l)-3-(pyridin-3^\4)acrylairiide; 
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N-(8-hyciroxy-8,8-dipheayloctyl)-3-^yridm-3-yl)acty^ 
N_[4-(3^3_diphenyluiddb)butyl]-3-myridm-3-yl)acrylam 
N-[4-{lH,3H-ben2o[de]isoquijQolifa-2-yl)butyl]-3-(pyridin 
N-[6-(10,l 1 -dihydrodiben2o|b,flazepin-5-ylcaxbonyl2^^ 
3-(pyndin-3-yl)-N-[6-tosylammo 

N-[4-(14-ciioxo-l-thia-2-a2a/cenaphthylen-2-yl)butyl]-3 
N-(6-hydioxy-6,6-diphenj4hexyl)-3-(pynd^ 
N-(6,6-diphenylhex-5-enyl)-3-(pyridin-3-yl)ac^^^ 
]SI-[4-(4,5-diphenyliiiiid&zol-l-yl)butyl)-3-(pyn 
N-[4-(trans-2-phenylXclopropylcarbonylamino)butyl]-3-(pyridm 
N-(5-hydroxy-5.5-ctohenylpentyl)-3-(pyridin-3-yl)acryl^ 
N-(7-phenylheptyR-3-(pyridin-3-yl)acrylamide; 
N-(4-diphenylaaetykminobutyl)-3-(pyridin-3-yl)acrylamide; 
N-[4-(ben2hydAlamino)butyl]-3-(pyndin-3-yl)a^^ and 
N-(4- { [2-(benfehydrylmethylamino)ethyI]methylai^ 



Add claims 50 - 52 to tead as follows; 



50. The mediod of claim 38 where die cancerostatic ot immunosuppressive agent is selected ftom 
the gtoup consisting of compounds of fourpk la: 





I 



N 
(0)k 



■i> O 



(la) 



where: 

is selected from the/^oup consisting of hydrogen, fluorine, methyl, trifluoromethyl, and 

hydroxy; 

and are each/hydrogen; 
R** is hydrogen of hydroxy; 

A is selected ft6m the group consisting of ethylene, propylene, or butylene, each optionally 
substimted with hydmxy or one or trwo fluorine atoms, -OCH2-, -SCH2-, ethenylene, vinylene, and 
butadienylene; 
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D is selected from the group consisting of C2 - CJ alkylene and C2 - Cfi alkenylene, where the 
double bond may also join D and E; 

E is selected from the group consisting of pyrrolidine, piperidine, hexahydroazepine, and 
morpholine; and 

G is selected from the group consisting of benzyl, phenethyl, fluorenyknethyl, anthrylmethyl, 
diphenylmethyl, fluorenyl, dihydrodibenzocyclohratenyl, furyhnethyl, thienylmethyl, thiazolylmethyl, 
pyridylmethyl, benzothienylmethyl, quinolylmeth^l, phenylthienylmethyl, phenylpyridylmethyl, 
dihydrodibenzoxepinyl, dihydxodibenzothiepiiwl, acetyl, pivaloyl, phenylacetyl, diphenylacetyl, 
diphenylpropionyl, naphthylacetyl, benzoyl, nkphthoyl, anthrylcarbonyl, oxofluorenylcarbonyl, 
oxodihydroanthrylcarbonyl, dioxodihydroanthrylcarbonyl, furoyl, pyridylcarbonyl, chromonylcarbonyl, 
quinolylcarbonylj naphthylarninocatbonyiydibenzylainiaocM^ benzylphenylaminocarbonyl, 
diphenylaminocarbonyl, indolin-l-ylcarbpnyl, dihydrodibenzazepinyl-N-carbonyl, tetrahdroquinolinyl- 
N-carbonyl, tetrahydrobenzazepinyl-N-carbonyl, methanesulfonyl, benzenesulfonyl, p-toluenesulfonyl, 
naphthalenesulfonyl, quinolinesulfonyl and diphenylphosphinoyl, where the or each aromatic ring 
system may be independently substituted with one to three substituents selected tndependendy from the 
group consisting of halogen, cyanoyCi - Cc alkyl, tdfluoromethyl, C3 - Cs cycloalkyl, phenyl, benzyl, 
hydroxy, Ci - Ce alkoxy (optionally partially or completely fluorinated), benzyloxy, phenoxy, mercapto, 
Ci - Co alkylthio, carboxy, Ci - CJ alkoxycarbonyl, benzyloxycarbonyl, nitro, amino, Ci - Ce aUcylamino, 
and di(Ci - Ce alkyl)amino, or two adjacent substituents together form methylenedioxy. 



51. A pharmaceutical coniposition comprising: 

(a) at least one compounfd selected from the group consisting of compounds of formula I: 

>4(i) 



I 



p3{0 ,u I 



^2(1). 

I 



(1) 



where: 

each of R^W, Rp^, R^^O^ and R'^W ate independentiy selected from the group consisting of 
hydrogen, halogen, hWdroxy, ttifluoromethyl, cyano, aliphatic hydrocarbyl residue optionally substituted 
with one or more fuqctional groups and optionally interrupted by one or more heteroatoms, and 
aromatic hydrocarbyl residue; or R^*) and R2{0 together form a bridge; 
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1^ 



kisOorl; 

A(*) and DC») are independently a saturated or unsaturated optionally substituted aliphatic 
hydrocarbyl residue, optionally interrupted by a hetero^tom or a functional group; 

E is a bond or is a heterocyclic residue having one or two ring nitrogen atoms or one ring 
nitrogen atom and one ring oxygen atom, linked tor and G through a ring nitrogen atom and a ring 
carbon atom or through two ring nitrogen atoms( and 

G is selected from the jgroup consistine^of hydrogen, an aliphatic or araliphatic residue, an 
unsaturated or aromatic monocyclic or polyc/clic carbocyclic residue, a saturated, unsaturated, or 
aromatic monocyclic or polycyclic heteroc^lic residue, bonded directiy or through a functional group 
derived from a carbon, nitrogen, oxygen.iulfur, or phosphorus atom, 

and the stereoisomers or racemic or non-racemic mixtures of stereoisomers thereof, 

and the tautomers thereof wh/n G is a heterocyclic aromatic ring or an aromatic ring substituted 
by a hydroxy, mercapto, or amino gcoup, 

and the pharmacologically acceptable acid addition salts thereof; 

(b) a compound having vitamin PP activity or a prodrug thereof; and 

(c) at least one physiologically acceptable carrier. 



52. The composition oy claim 41 where the compound(s) of formula I are selected from the group 
consisting of compounds of formula Ja: 



r!^R^ a n e 

(0)k 



(la) 



where: 

is selecy^ed from the group consisting of hydrogen, fluorine, methyl, trifluoromethyl, and 

hydroxy; 

and are each hydrogen; 
R"* is hydrogen or hydroxy; 

A is selected from the group consisting of ethylene, propylene, or butylene, each optionally 
substituted with hydroxy or one or trwo fluorine atoms, -OCH2-, -SCH2-, ethenylene, vinylene, and 
butadienylpne; 



